Dr F Dudley Hart
Lessons Learnt in a Twenty-year Study of Ankylosing Spondylitis My particular interest in ankylosing spondylitis started in the war, but it was in 1946 that two factors increased my interest in the condition:
(1) The large numbers of young men with the condition leaving the forces, where the condition was diagnosed, and entering civilian life. (2) The deep X-ray therapy being given to these patients by Dr F M Allchin. Later, medical examination of young men conscripted into the services produced many more cases, so we now have case histories of over 400 patients. What have we learnt from this rich clinical field ?
Respiratory tract: In the early days we thought that the restricted intercostal excursion, the stiff spondylitic chest, might predispose to respiratory infection. This has not proved to be so. Zorab (1962) has made the same observation. The passing years have not shown any particular predisposition to respiratory infection. There were 7 cases of active pulmonary tuberculosis in the first 100 cases examined, but very few cases have been seen since, and there seems to be no particular predisposition to this disease today. Like patients with rheumatoid arthritis whom Gibberd (1965) , working in our unit, found had a low incidence of respiratory infection, patients with ankylosing spondylitis are similarly happily placed. Of 21 deaths, respiratory factors played a part in only 5: 3 died of terminal bronchopneumonia, one of lobar pneumonia and one of pulmonary tuberculosis.
We learnt very early on that the thorax was restricted as an early and essential part of the disease process, 70% of 184 patients reported by Maclagan and myself (Hart & Maclagan 1955) haying a chest expansion of less than 5 cm (2 in.) at nipple level at their first attendance at the clinic. We found vital capacity reduced to an average of 67 % of the mean predicted value, but no airway resistance as measured by peak expiratory flow rate and forced expiratory volume in the first second (Hart et al. 1963) . Although the chest wall in ankylosing spondylitis is restricted in its excursion and held in a position of partial inspiration, there is no evidence of abnormality in the lungs themselves. The variable results by different workers elsewhere may in part have been due to false comparison with normal mean values, for spondylitics tend to lose in height because of the development of spinal kyphosis and predicted values should be based on their original, and not their later reduced or shrunken, height.
Early onset: In many of these patients we found that the history went back into the early teens; the onset of the first early symptoms was at school. Mason, in his excellent review presented to this Society (1964) , has made the same observation. In some instances it interfered with sports and because of absence of physical and radiological signs at this early stage, the patient was often branded as a person of poor moral fibre. The truth lay in the opposite direction, for few patients are psychologically sounder and better citizens than the spondylitics, and no other group of arthritic sufferers, with the single exception of patients with gout, lose less time from work. In our series only 200% are unable to earn their living.
Disease patterns: We have learnt that other conditions may grow into the spondylitic pattern of disease, Reiter's disease and psoriatic arthropathy in particular. It is impossible to say retrospectively how many of our cases were due to Reiter's disease, but the more polyarthritic with ankle-foot-knee type of onset was the exception. The large majority started as lowgrade insidious intermittent buttockor backache, usually in the late teens or early 20s with no antecedent urethritis, conjunctivitis or peripheral arthritis. Psoriasis and ulcerative colitis have produced a few spectacular cases, in 2 cases symptoms appearing after colectomy, but over 80 % remain unexplained.
The rarity of persistent peripheral arthritis in hands and wrists or ankle and foot and the absence of neuropathic lesions such as are seen in rheumatoid arthritis impressed us. Steroids have been used very little in our series, so corticosteroid complications have been virtually nil. Nodules have not been observed. Chronic changes in feet appear more commonly in what, in retrospect, are cases of Reiter's disease. They form a minority of cases.
Childbirth in spondylitics: Dr Keith Robinson and I have been impressed by the absence of complications in labour in female spondylitics. We now have 20 children born of spondylitic mothers with no untoward incidents and no tendency to miscarriage. We have, however, never employed deep X-ray therapy over the sacro-iliac joints or lumbar spine in female patients.
Section of Medicine
Aortic reflux: Lone aortic reflux has been found in 4 cases only -1 % of all cases. The incidence of fractured cervical spine has been the same; 3 of the 4 died with quadriplegia and one recovered. Misdiagnosis: We have been impressed by the dangers of misdiagnosing spondylitis as tuberculous disease. We have patients of both sexes whose disease started in early teens in the hips, and who are now completely ankylosed as a result of immobilization in plaster casts, and we have one case which started in the wrists. Nothing will cripple a spondylitic more than a period of prolonged immobility. With modern antibiotic therapy one need not rush into such therapy if there is real doubt as to the diagnosis but happily in most cases there are other strongly suggestive symptoms and signs of ankylosing spondylitis, though X-ray changes may be doubtful or absent in the early case in the first one or two years of symptoms. Similar confusion may occur in the spine, pelvis, shoulder or wrist where lytic areas resemble tuberculous lesions.
Therapy: Just after the war the most effective form of treatment in the view of most clinicians was deep X-ray therapy. Dr F M Allchin and Mr T M Prosser and, later, Dr Kenneth Newton gave to patients in our Unit conservative therapy to the area of spinal discomfort in a total dosage of between 900 and 1,500 r; averaging 1,200 r. We were impressed by this therapy and frequently found that the area treated improved, but an area not so treated often appeared to become more painful soon afterwards. In our follow-up of 300 patients only one case of aplastic anxemia and one of leukemia have been found, but 70 patients remain untraced, even with the assistance of Dr Richard Doll and his team. A visit to Barcelona to the European Congress of Rheumatology, where Hans van Swaay (1950) reported on autopsy findings in this disease, first made me acutely aware of the dangers of leukxemia, for all his 3 patients reported had died of acute myeloid leukemia. Subsequent research made people so fearful of this form of therapy that it was largely dropped, and it was perhaps a happy coincidence that in 1952 phenylbutazone appeared on the market, for this became routine treatment in most centres soon afterwards.
Recently leukxmia has been reported as a complication of treatment with this drug (Dougan & Woodliff 1965) , in addition to thrombocytopenia, aplastic anemia and agranulocytosis, which had long been recognized as potential hazards. When we look back at the risk of local deep X-ray therapy to the spine, it seems to be, as quoted by Sharp (1965) 3 in 1,000 as compared with 3 in 10,000 in the population at large. Deep X-ray given in conservative dosage of 1,000 r therefore increases the risk ten times, a big risk perhaps for what is essentially symptomatic, non-curative therapy. But all therapy in this disease is non-curative. In rheumatology, with few exceptions, cure is a forbidden word, for symptomatic and palliative therapy is all we can achieve in most cases. By allowing patients to keep going and maintaining mobility, however, these measures may be life-saving. Looking back on this chapter on the therapy of ankylosing spondylitis, deep X-ray shows itself to have been an effective non-curative form of therapy with a risk of producing a fatal disease. It was less lethal in its day than cortisone and its analogues in the many years when they were given in what we now recognize to have been excessive dosage. Nevertheless, in a series of 591 patients with ankylosing spondylitis reported by Sokoloff et al. in 1959, there were 4 deaths from leuk2emia in 146 treated with deep X-ray therapy while no cases occurred in the 445 cases not so treated. Graham (1960) reports virtually identical figures.
Indomethacin: In indomethacin we have a new agent which has produced symptomatic ease in 60 % of our cases of ankylosing spondylitis, at the risk of headaches, very occasional rashes, occasional dyspepsia and, rarely, peptic ulcer. It is useful in those patients intolerant of phenylbutazone or oxyphenbutazone and may be given by suppository, as may phenylbutazone, to act on the early morning stiffness which is so unpleasant a part of the disease. Indomethaci differs from phenylbutazone in acting rapidly and lasting for only seven to ten hours. We had hoped that a combination of the two drugs might prove effective, the long-continued action of phenylbutazone being supplemented by the quicker acting indomethacin; this appears to be so in a few cases, but in the majority such additive effect is slight or absent. Patients who cannot tolerate phenylbutazone often tolerate indomethacin well and vice versa. With either drug tolerance may develop so that the drug, previously useful, ceases to be effective. This may happen after months or even years of treatment, but a period off the drug may sometimes be followed by a return of therapeutic efficiency. In such cases the two drugs, if tolerated and effective, may be given in alternating courses. Both may produce peptic ulceration, but blood dyscrasias have not yet been reported with indomethacin. Anemia may develop with either drug without clear symptoms of ulceration. Barium meal X-ray may reveal gastric ulcers in patients with or without dyspeptic symptoms. Summary: One good thing that has happened in the last ten years is the belated recognition in the USA of this disorder as a distinct clinical and pathological entity separate from rheumatoid arthritis. Studies can now be devoted to it without the confusion of previous years. But we still have a number of disorders assuming the common form we call ankylosing spondylitis. In the next decade we hope there will be much clarification in this field.
Meeting October 261965
Professor Max Rosenheim (University College Hospital Medical School, London) delivered his Presidential Address which was entitled Genes and the Glonmuii. The epidemiologist first looks to mortality data for indications of etiology. Since the Registrar General does not record smoking habits his figures provide no direct evidence on the effects of smoking on bronchitis mortality. The rising male lung cancer mortality in the past thirty years might suggest that increasing cigarette consumption among men had not affected bronchitis mortality which remains constant.
